come could be ≤77% greater for iFR guidance compared with FFR guidance. No evidence of heterogeneity was found between the 2 studies (I 2 was 0% and χ 2 P>0.5 for all analyses and unplanned revascularizations were I 2 =16% and χ 2 P=0.28). We identified a risk of bias in these trials because any coronary revascularization after 60 days was defined as unplanned, but this procedure (a primary outcome event) was ordered by a physician who may have had knowledge of the treatment group assignment because of the open-label trial design (DEFINE-FLAIR attempted to blind the treating clinician to whether iFR or FFR was performed, but this was not done in iFR-SWEDE-HEART).
In the DEFINE-FLAIR and iFR-SWEDE-HEART trials, we observed a numeric excess of death or MI events in the iFR compared with the FFR groups. Directional consistency exists for this outcome in both trials and also when considering death and MI as separate outcomes. Both trials have relevant design limitations. First, because of the concordance between iFR and FFR in 80% of patients, the randomized strategy could only influence outcome in 20% of trial participants, diluting the power of both studies to detect a clinically meaningful difference in outcomes. Second, in the context of other evidence, the discordance between iFR and FFR is greatest in stenoses of the left main and proximal coronary arteries, 4, 5 which is where revascularization may confer a survival advantage. The distribution of coronary disease in the trial participants has not been reported. Finally, the populations studied in both trials were at relatively low cardiovascular risk, with incidence of death, MI, and repeat revascularization at 1 year ≈50% of what was observed in the FAME trial (Fractional Flow Reserve versus Angiography for Guiding Percutaneous Coronary In- The DEFINE-FLAIR trial (Functional Lesion Assessment of Intermediate Stenosis to Guide Revascularisation) randomized 2492 participants, and primary outcome data were presented for 2330 (93%) (iFR group, n=1148, and FFR group, n=1182, respectively). Ninety-five participants in the iFR group were withdrawn from the study before or at 1 year, and 71 participants were withdrawn in the FFR group. The iFR-SWEDEHEART trial (Instantaneous Wave-free Ratio versus Fractional Flow Reserve in Patients with Stable Angina Pectoris or Acute Coronary Syndrome) randomized 2037 participants, and primary outcome data were available for 2019 (99%) (iFR group, n=1012, and FFR group, n=1007, respectively). Test for heterogeneity: χ 2 = 0.02 df=1 (P=0.886), I 2 = 0%.
tervention), highlighting the limited power for detecting any difference in clinically important health outcomes between the 2 strategies in the current trials.
In conclusion, in a pooled meta-analysis of the DE-FINE-FLAIR and iFR-SWEDE-HEART trials, a numeric excess of death and MI events occurred in the iFR group that is not statistically significant and, therefore, hypothesis generating. Considering death and MI, iFR-guided management may not be noninferior to FFR-guided management. Further research seems warranted.
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